Commercially available starting materials were purchased in Sigma-Aldrich and were used without further purification. IR spectra were recorded on a Perkin Elmer 100FT-IR spectrometer (ν in cm -1 ). 1 H and 13 C-NMR spectra were acquired in a Bruker (400 MHz) and Varian (300 and 200 MHz) spectrometers. CDCl 3 was used as solvent. Chemical shifts were reported in ppm. Internal reference is respect to TMS at 0.0 ppm. Coupling constants were reported in Hz. HRMS were recorded on a JEOL JEM-AX505HA spectrometer.
Synthesis of N-(2-(1H-indol-3-yl)ethyl)-1-(1-(tert-butyl)-1H-tetrazol-5-yl)butan-1-

amine (11b)
According to GP-1: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 250 mg, 1.56 mmol), butyraldehyde (1.0 equiv., 113 mg, 1.56 mmol), tert-butyl isocyanide (1.0 equiv., 130 mg, 1.56 mmol) and azidotrimethylsilane (10) (1.0 equiv., 180 mg, 1.56 mmol), in MeOH (1.0 M, 1.6 mL) were placed. The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , 
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evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:1 V/V) to give the compound 11b (494 mg, 93%) as a white solid.
Characterization of compound 11b
M.p. 111-113 °C; R f = 0.43 (Hex-AcOEt 3:1 V/V 
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evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:1 V/V) to give the compound 11c (929 mg, 91%) as a white solid.
Characterization of compound 11c
M.p. 133-134 °C; R f = 0.39 (Hex-AcOEt 3:1 V/V). 1 FT-IR (ATR): 3286, 3220, 2917, 2846, 1492, 1453, 1230, 1111, 1093, 740 cm -1 .
1 H-NMR spectra of cmpnd. 11c 
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Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:1 V/V) to give the compound 11d (1.22 g, 90%) as a white solid.
Characterization of compound 11d
M.p. 125-126 °C; R f = 0.12 (Hex-AcOEt 3:1 V/V). According to GP-1: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 250 mg, 1.56 mmol), 4-chlorobenzaldehyde (1.0 equiv., 219 mg, 1.56 mmol), 2,6-dimethylphenyl isocyanide (1.0 equiv., 205 mg, 1.56 mmol) and azidotrimethylsilane (10) (1.0 equiv., 180 mg, 1.56 mmol), in MeOH (1.0 M, 1.6 mL)
were placed. The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous 
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Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:1 V/V) to give the compound 11e (635 mg, 89%) as a white solid.
Characterization of compound 11e
Pale-yellow powder; m.p. 66-68 °C; R f = 0.57 (Hex-AcOEt 3:1 V/V). FT-IR (ATR): 3406, 3310, 2921, 2848, 1488, 1456, 1275, 1260, 1089, 764 , 745 cm -1 .
1 H-NMR spectra of cmpnd. 11e 
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layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:1 V/V) to give the compound 11f (577 mg, 87%) as a white solid.
Characterization of compound 11f
M.p. 120-121 °C; R f = 0.50 (Hex-AcOEt 3:1 V/V). equiv.) were diluted in a mixture of MeOH/toluene 1:1 (0.5 M). The resulting mixture was stirred for 72 h under inert atmosphere (N 2 ) at 90 °C. The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL) and washed with brine (10 mL), the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) as eluent. with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) as eluent.
GP-4:
In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (1.0 equiv.), aldehyde (0.5 equiv.), isocyanide (1.0 equiv.) and azidotrimethylsilane (1.0 equiv.) were diluted in MeOH (1.0 M). The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. Then, the solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture of MeOH/toluene 1:1 (0.5 M) and paraformaldehyde (1.5 equiv.) was added. The resulting mixture was stirred for additional 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V). According to GP-2: In a round-bottomed flask equipped with a magnetic stirring bar, N-(2-
mg, 0.27 mmol) and paraformaldehyde (1.5 equiv., 12 mg, 0.41 mmol) were diluted in a mixture of MeOH/toluene 1:1 (0.5 M, 0.6 mL). The resulting mixture was stirred for 72 h under inert atmosphere (N 2 ) at 90 °C. The solvent was evaporated under reduced pressure.
Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3a (84 mg, 85%) as yellow solid.
According to GP-3: In a round-bottomed flask equipped with a magnetic stirring bar, N-(2-
120 mg, 0.34 mmol) and paraformaldehyde (1.5 equiv., 15 mg, 0.51 mmol) were diluted in a mixture MeOH/toluene 1:1 (0.5 M, 0.7 mL). The resulting mixture was stirred for 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3a
(102 mg, 82%) as yellow solid.
According to GP-4: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 300 mg, 1.87 mmol) propionaldehyde (1.0 equiv., 109 mg, 1.87 mmol), cyclohexylisocyanide (1.0 equiv., 204 mg, 1.87 mmol) and azidotrimethylsilane (10) (1.0 equiv., 216 mg, 1.87 mmol) were diluted in MeOH (1.0 M, 1.9 mL). The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. Then, the solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture 
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of MeOH/toluene 1:1 (0.5 M, 3.8 mL) and paraformaldehyde (1.5 equiv., 84 mg, 2.81 mmol) was added. The resulting mixture was stirred for additional 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3a (236 mg, 76%) as yellow solid.
Characterization of compound 3a
M.p. 102-104 °C; R f = 0.82 (Hex-AcOEt 3:2 V/V). FT-IR (ATR): 3395, 2933, 2858, 1453, 1275, 1260, 1099, 1060, 748 Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column 
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solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture of MeOH/toluene 1:1 (0.5 M, 3.8 mL) and paraformaldehyde (1.5 equiv., 84 mg, 2.81 mmol) was added. The resulting mixture was stirred for additional 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3b (230 mg, 74%) as yellow solid.
Characterization of compound 3b
M.p. 128-130 °C; R f = 0.52 (Hex-AcOEt 3:2 V/V). 
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Synthesis of 2-((1-(tert-butyl)-1H-tetrazol-5-yl)(4-chlorophenyl)methyl)-2,3,4,9-tetrahydro-1H-pyrido[3,4-b]indole (3c)
According to GP-2: In a round-bottomed flask equipped with a magnetic stirring bar, N-((1-
(1.0 equiv., 105 mg, 0.26 mmol) and paraformaldehyde (1.5 equiv., 12 mg, 0.39 mmol)
were diluted in a mixture of MeOH/toluene 1:1 (0.5 M, 0.5 mL). The resulting mixture was stirred for 72 h under inert atmosphere (N 2 ) at 90 °C. The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to
give the compound 3c (93 mg, 86%) as a pale yellow solid.
According to GP-3: In a round-bottomed flask equipped with a magnetic stirring bar, N-((1-
(1.0 equiv., 175 mg, 0.43 mmol) and paraformaldehyde (1.5 equiv., 19 mg, 0.64 mmol)
were diluted in a mixture MeOH/toluene 1:1 (0.5 M, 0.9 mL). The resulting mixture was stirred for 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to
give the compound 3c (150 mg, 83%) as a pale yellow solid.
According to GP-4: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 300 mg, 1.87 mmol) 4-chlorobenzaldehyde (1.0 equiv., 263 mg, 
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solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture of MeOH/toluene 1:1 (0.5 M, 3.8 mL) and paraformaldehyde (1.5 equiv., 84 mg, 2.81 mmol) was added. The resulting mixture was stirred for additional 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3c (607 mg, 77%) as a pale yellow solid.
Characterization of compound 3c
M.p. 184-186 °C; R f = 0.73 (Hex-AcOEt 3:2 V/V). FT-IR (ATR): 3231, 2985, 2924, 2852, 1456, 1275, 1240, 1088, 748, 737 were diluted in a mixture of MeOH/toluene 1:1 (0.5 M, 0.9 mL). The resulting mixture was stirred for 72 h under inert atmosphere (N 2 ) at 90 °C. The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to
give the compound 3d (168 mg, 86%) as a yellow solid.
According to GP-3: In a round-bottomed flask equipped with a magnetic stirring bar, N-((4-
(1.0 equiv., 250 mg, 0.57 mmol) and paraformaldehyde (1.5 equiv., 26 mg, 0.86 mmol) were diluted in a mixture MeOH/toluene 1:1 (0.5 M, 1.2 mL). The resulting mixture was stirred for 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to
give the compound 3d (211 mg, 82%) as a yellow solid.
According to GP-4: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 400 mg, 2.50 mmol) 4-chlorobenzaldehyde ( S26 2.5 mL). The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. Then, the solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture of MeOH/toluene 1:1 (0.5 M, 5.0 mL) and paraformaldehyde (1.5 equiv., 112 mg, 3.75 mmol) was added. The resulting mixture was stirred for additional 5 h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3d (859 mg, 77%) as a yellow solid.
Characterization of compound 3d
M.p. 186-188 °C; R f = 0.82 (Hex-AcOEt 3:2 V/V). FT-IR (ATR): 3298, 2930, 2860, 1490, 1454, 1305, 1239, 1092, 1013, 747 cm -1 .
1 H-NMR spectra of cmpnd. 3d (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3e (86 mg, 80%) as a white solid.
According to GP-3: In a round-bottomed flask equipped with a magnetic stirring bar, N-((4-chlorophenyl)(1-(2,6-dimethylphenyl)-1H-tetrazol-5-yl)methyl)-2-(1H-indol-3-yl)ethanamine 11e (1.0 equiv., 300 mg, 0.66 mmol) and paraformaldehyde (1.5 equiv., 30 mg, 0.98 mmol) were diluted in a mixture MeOH/toluene 1:1 (0.5 M, 1.3 mL). The resulting mixture was stirred for 5h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3e (228 mg, 74%) as a white solid.
According to GP-4: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 350 mg, 2.18 mmol) 4-chlorobenzaldehyde (1.0 equiv., 307 mg, 2.18 mmol), 2,6-dimethylphenyl isocyanide (1.0 equiv., 287 mg, 2.18 mmol) and azidotrimethylsilane (10) (1.0 equiv., 252 mg, 2.18 mmo) were diluted in MeOH (1.0 M, 
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2.2 mL). The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. Then, the solvent was evaporated under reduced pressure. The crude reaction was solved in a mixture of MeOH/toluene 1:1 (0.5 M, 4.4 mL) and paraformaldehyde (1.5 equiv., 98 mg, 3.28 mmol) was added. The resulting mixture was stirred for additional 5h
under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3e
(727 mg, 71%) as a white solid.
Characterization of compound 3e
M.p. 246-247 °C; R f = 0.59 (Hex-AcOEt 3:2 V/V). (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3f (72 mg, 74%) as a yellow solid.
According to GP-3: In a round-bottomed flask equipped with a magnetic stirring bar, N-((3-bromo-4-methoxyphenyl)(1-(2,6-dimethylphenyl)-1H-tetrazol-5-yl)methyl)-2-(1H-indol-3-yl)ethanamine 11f (1.0 equiv., 300 mg, 0.56 mmol) and paraformaldehyde (1.5 equiv., 25 mg, 0.85 mmol) were diluted in a mixture MeOH/toluene 1:1 (0.5 M, 1.1 mL). The resulting mixture was stirred for 5h under MW heating conditions at 90 °C (60 W). The solvent was evaporated under reduced pressure. Then, the crude reaction was diluted with CH 2 Cl 2 (20 mL), washed with brine (10 mL) and the aqueous layer was extracted with CH 2 Cl 2 (2 × 10 mL). The combined organic layer was dried over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography using a mixture (Hex-AcOEt 3:2 V/V) to give the compound 3f (224 mg, 73%) as a yellow solid.
According to GP-4: In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 400 mg, 2.50 mmol) 3-bromo-4-methoxybenzaldehyde (1.0 equiv., 537 mg, 2.50 mmol), 2,6-dimethylphenyl isocyanide (1.0 equiv., 328 mg, 2.50 mmol) and azidotrimethylsilane (10) (1.0 equiv., 288 mg, 2.50 mmol) were diluted in In a round-bottomed flask equipped with a magnetic stirring bar, tryptamine (7) (1.0 equiv., 300 mg, 1.87 mmol) was diluted in MeOH (1.0 M, 1.9 mL) and paraformaldehyde (2.2 equiv., 124 mg, 4.11 mmol), 2,6-dimethylphenyl isocyanide (1.0 equiv., 246 mg, 1.87 mmol), azidotrimethylsilane (216 mg, 1.87 mmol) and sodium hydroxide (0.3 equiv., 22 mg, 0.56 mmol) were added. The resulting mixture was stirred for 6 h under inert atmosphere (N 2 ) at room temperature. The solvent was evaporated under reduced pressure.
Then, the crude reaction was diluted with CH 2 Cl 2 and washed with brine. The combined organic layer was died over anhydrous Na 2 SO 4 , evaporated to dryness and purified on a silica gel column chromatography (Hex-AcOEt 4:1 V/V) to give the compound 3g (624 mg, 93%) as a white solid.
Characterization of compound 3g
M.p. 182-184 °C; R f = 0.64 (Hex-AcOEt 3:2 V/V 
